BIOSYNTHETIC STUDIES ON OLEANDOMYCIN BY INCORPORATION OF THE CHEMICALLY SYNTHESIZED AGLYCONES
Sir:
Although a variety of biosynthetic studies have been focused on macrolide antibiotics1~3), the biosynthetic processes, especially the final steps in the biosynthesis of the 14-membered-ring macrolide antibiotic, oleandomycin (1) have not yet been well Herein, a plausible scheme for the final steps in oleandomycin biosynthesis will be proposed by the incorporation studies.
The following aglycones were synthesized by our procedures5~8) for the incorporation:
(8i?,9S)- (1) showed the Rt of 5.9 minutes. At the same time, glucose, starch and NH3-nitrogen in the aforementioned broth were also determined by the autoanalyzer system (Tenicon Instruments Corp.). No significant metabolic changes (e.g. growth, pH and consumption of sugar) were observed with or without the aglycones.
The aglycones (500/zg/ml) were converted into oleandomycin (1) by the incorporation as shown in Table 1 . The aglycones 4 and 5 were most efficiently incorporated and aglycones 2 and 3 were incorporated to a lesser extent. Nooleandomycin (1) was detected after feeding with aglycone 6. The fact that the olefin 4 led to production of oleandomycin (1) as efficiently as did the fully elaborated aglycone, oleandolide (5), was perhaps remarkable and provides strong presumptive evidence that the unique epoxide of this antibiotic is produced via such an intermediate. The somewhat less efficient conversion of the aglycone 3 into oleandomycin (1) may reflect the multiple steps required for its conversion into the olefin 4. The intra or extracellular nature of the final steps in the biosynthesis has not been established and cellular uptake considerations may play a determining factor in the extent of conversion of the possible intermediates into oleandomycin (1) . Perhaps most surprising was the small but definite production of oleandomycin (1) 
